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We requested one year of seed funding to develop new model systems to study the pathophysiology of cystinosis.

Specific Aim 1: Create a zebrafish model of cystinosis.

PARTIALLY COMPLETED.

Initial delays in getting the zinc finger nucleases (ZFN) designed and made set back the progress of this Aim.  Despite this, we have successfully injected zebrafish embryos with a ZFN specific to CTNS.  These fish are growing to sexual maturity and we plan to screen them in 1 month for germ-line mutations in CTNS (this will be completed with funds from other sources).  If a zebrafish mutant with a CTNS-like phenotype is recovered, we will begin the characterization and use the preliminary results to secure additional funding ie from CRF or other agencies.  

Specific Aim 2: Create human Cystinosis-specific induced pluripotent stem cells.

COMPLETED. 

We have successfully generated cystinosis-specific iPS cells from a mesenchymal stem cells derived from a cystinosis patient.  These cells initially showed lysosomal inclusions and needed ß mercaptoethanol or cysteamine in the media to survive.  Interestingly, with multiple passages they have since become cysteamine-independent.  5 CTNS-iPS lines have been expanded and frozen in liquid nitrogen and are available to other researchers upon request.  These lines are being further characterized as part of a follow-on grant awarded to Dr Davidson from the CRF that initiated in September this year.
